. Plocabulin and SN38 action on patient #3 colon tumor organoid 3D culture. Images of assays on passage 35 are mounted resembling the design of a complete 24-well cytotoxicity assay (4-drop triplicates for each dose). For passage 18 and 21 assays, a single representative image per drug dose is shown. Microplate wells were photographed after 4 days of drug treatment using a Leica DFC550 digital camera mounted on a Leica S6D stereomicroscope. Figure S2 . Plocabulin and SN38 action on patient #4 colon tumor organoid 3D culture. Images of assays on passage 23 are mounted resembling the design of a complete 24-well cytotoxicity assay (4-drop triplicates for each dose) and were taken with a Leica DFC550 digital camera mounted in a Leica S6D stereomicroscope. For passage 35 and 27 assays, a representative phase-contrast image of a single drop is shown for each drug dose; images were captured with a Leica DFC550 digital camera mounted on an inverted Nikon TS100 microscope. Microplate wells were photographed after 4 days of drug treatment. Figure S3 . Plocabulin and SN38 action on patient #29 colon tumor organoid 3D culture. For passage 22 and 30 assays, a single representative images per drug dose (4 drops) is shown. Images were taken with a Leica DFC550 digital camera mounted in a Leica S6D stereomicroscope. For assays in passage 24, a phase-contrast image of a single drop is shown for each drug dose; images were captured with a Leica DFC550 digital camera mounted on an inverted Nikon TS100 microscope. Microplate wells were photographed after 4 days of drug treatment. Figure S4 . Plocabulin wash-out assays on patient #3, #4 and #29 colon tumor organoids. Organoids were treated with increasing doses of plocabulin that were either removed (and organoids washed) after 4 hours or left for 4 days until the end of the experiment. Table S1 . Quality control parameters of optimization and cytotoxicity assays. In optimization assays, the highest Z-score and the lowest error among control replicates are indicated in bold. For all cytotoxicity assays Z-scores > 0.5 (excellent). 
